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NEWCOMPOITMtv: 
FIELD OF THE INVENTION 

The present invention relates to novel compounds which are protein kinase C inhibitors, 
methods for their preparation, intermediates therefor and pharmaceutical compositions 
comprising them. 

BACKGROUND OF THE INVENTION 



Protein kinase C (PKC) is a family of phospholipid-dependent serine/threonine-specific 
protein kinases which play an important role in cellular growth control, regulation and 
differentiation. 

Since the activation of PKC has been implicated in several human disease processes, 
including various forms of cancer, different forms of inflammatory and/or immunological 
disorders as well as some neurological disorders, inhibition of PKC could be of therapeutic 
value in treating these conditions. 

Several classes of compounds have been identified as PKC inhibitors, e.g. isoquinoline 
sulphonamides, sphingosine and related sphingolipids, indolocarbazoles and 
bisindolylmaleimides. 

Although PKC inhibitors are described in the prior art, there is a need for specific anti- 
inflammatory and immunosuppressive compounds which are suitable- for oral 
administration, and for inhalation. 
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SUMMARY OF THE INVENTION 



present invention provides PKC inhibitors, methods for their preparation and 



The present invention also provides the use of the compounds of the present invention for 
the treatment of inflammatory, immunological, bronchopulmonary, cardiovascular, 
oncological or CNS-degenerative disorders. 

Also provided by the present invention are pharmaceutical compositions comprising a 
compound according to the present invention, as active ingredient, together with a 
pharmaceutically acceptable adjuvant, diluent or carrier. 



The present invention provides optionally substituted and/or annulated rs*™^^ of 
formula (I): 



one of: Rl and R2, R2 and R3 or R3 and R4, together form a 5 or 6 membered ring and 
the two groups of Rl, R2, R3 and R4 not forming a ring, are H; 



intermediates used for their preparation. 



DETAILED DESCRIPTION OF THE INVENTION 




(I) 



wherein: 



WO 99/46264 



3 



PCT/SE99/0O275 



and salts thereof. 



More specifically, the present invention provides optionally substituted and/or annulated 
compounds of formula (I), with the proviso that 

3-[3-(3-Oxo-3,4^hydn>-ben ammonium acetate 

is excluded from the compounds of formula (I). 

Salts of the compounds according to the invention arc preferably pharmaceutical^ 
acceptable salts. Other, non-pharmaceutically acceptable salts may be useful as 
intermediates e.g. in the preparation of pharmaceutical^ acceptable salts or other 
compound of the present invention. 

Included within the scope of the present invention arc all enol tautomers of compounds of 
the present invention. 

Preferred compounds of formula (I) arc those of formula (II): 




(») 



wherein 



one of: Rl and R2, R2 and R3 or R3 and R4, together form a 5 or 6 membered ring and 
the two groups of Rl, R2, R3 and R4 not forming a ring, are H; 
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R5 is H, Ci^s alkyl, hydroxyQ* alkyl, aminoC,* alkyl, (aminoQ. 3 alkyIphenyl)C,. 3 alkyl, 
amidinothioCi^ alkyl, (aminoCi. 3 alkylpyridyl)C|. 3 alkyl; 

R6 is H, Ci^ alkyl. phenylQ^ alkyl, (C^ alkoxycarbonyl)Q^ alkyl; 

R7 and R8 is each independently H, dibenzylamino, nitro, hydroxy, halogen, 

C|« alkoxy, phenylCi^ alkoxy, Ci^ alkyl or carboxyG,^ alkyl ester, or when R7 and R8 

are adjacent they may together form amethylenedioxy; 

R9 is H, C1.6 alkyl, phenyl, halophenyl, or benzyl and wherein when R5 and R9 together comprise 
3-5 carbons they may be linked to generate a cyclic moiety which may be aminoCU alkyl 
substituted ; 

and salts thereof. 

Compounds of formula (II), in which RS carries an amino or hydroxy group; and 
pharmaceutical^ acceptable salts thereof, may be prepared by, 

a) deprotecting a compound of formula (HI) corresponding to formula (II) but in which R5 
carries a protected amino or hydroxy group, or 

b) converting : 

i) a compound of formula (II), in which R5 carries an amino group to a salt, 
preferably a pharmaceutical^ acceptable salt thereof, or^ifiS versa : or 



ii) a salt, preferably a pharmaceutical^ acceptable salt of a compound of 
formula (II) into a different pharmaceutical^ acceptable salt. 
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Compounds of formula (II), in which R6 is hydrogen, may be prepared by reacting a 
compound of formula (IV): 



R7 
R8 



R9 



LG 



(IV) 



R5 



wherein. 



RS, R7, R8, and R9 are as defined in formula (II) and LG is a leaving group, e.g : 



with a compound of formula (V): 



R2 
R3 



(V) 



wherein, 

one of: Rl and R2, R2 and R3 or R3 and R4, together form a 5 or 6 membered ring and 
the two groups of Rl, R2, R3 and R4 not forming a ring, are H; conveniently in a solvent, 
e.g. tetrahdrofuran (THF), at about 10-30 °C, e.g. for about 16 hours. 
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When R5 in formula (IV) carries an amino or hydroxy group, these groups are preferably 
protected. The protecting groups may be removed in a subsequent deprotecting step. 

Compounds of formula (II), when R6 is other than H, may be prepared by reacting a 
compound of formula (HI) which corresponds to formula (II), but in which R6 is H, with an 
alkylating agent in the presence of a base, e.g. sodium hydride. The alkylating step may be 
carried out in a suitable solvent e.g dimethyl formamide at about 10-30 °C for e.g 2 hours. 

When RS in formula (HI) carries an amino or hydroxy group, such groups are preferably 
protected. The protecting groups may be removed in a subsequent deprotecting step. 

Compounds of formula (HI) may be prepared by reacting a compound of formula (IV), as 
defined above, with a compound of formula (V), as defined above, in a solvent e.g THF, at 
about 10-30 °C e.g. for 16 h ,or when RS in formula (IV) carries an amino or hydroxy 
group, these are preferably in a protected form. 

In all processes above, the protecting groups and conditions fordeprotection are well 
known to those skilled in the art Suitable protecting groups for amino groups include e.g 
phthaloyl groups and the deprotecting agent may be methylamine in e.g. water. The 
deprotecting step may be carried out in a solvent, e.g THF at about 10-30 °C, e.g for about 
S hours. The hydroxy groups may be protected as their corresponding acetoxy groups and 
the deprotecting agent may be methylamine in e.g. water. The deprotecting step may be 
carried out in a suitable solvent, e.g tetrahydrofuran at about 10-30 °C, e.g for about 16 
hours. 

In process b) the conversion may be carried out analogously to conventional processes, e.g. 

i) reaction of a free base with an acid containing the desired anion, or by careful 
basification of the salt, or 
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ii) reaction of a free acid with a base containing the desired cation, or by careful 
acidification of the salt. 

The reaction may be carried out in a solvent, e.g. methanol or methylene chloride. 

5 

Compounds of formula (I) which arc not of formula (II) may be made by analogous 
processes to those described above for compounds, of formula (II). 

Compounds of formula (I), which are not of formula (II), carrying functional groups which 
10 might be sensitive to or interfere with the reaction conditions in the above processes, may 
be made by analogous processes to those described above for compounds of formula (II), 
but in which the functional groups are protected, followed by subsequent deprotection. 

When a compounds of the present invention are synthesised as regiochemical mixtures, 
15 such mixtures may be separated by techniques well known to those skilled in the art. 

Functional groups that might be sensitive for or interfere with the reaction conditions in the 
above processes, as well as suitable protecting groups and deprotecting methods, are 
evident to those skilled in the art. 

20 

Starting materials for die above processes may be made by the methods as illustrated in the 
Examples set out belowor by methods analogous thereto. Other methods for making the 
starting materials will be evident to those skilled in the art. 

25 Compounds of formula (I) and pharmaceutically acceptable salts thereof, are useful 

because they demonstrate pharmacological activity. In particular they demonstrate activity 
as kinase inhibitors, especially PKC inhibitors, e.g. as is shown by their activity in the in 
vitro assays described in Granet, R.A. et al, Analyc Biochem. 1987; 163 . 458-463; Olsson, 
H. et al, Cell Signal 1989,1, 405-410; Chakravarthy, B.R. et al. Analyt. Biochem. 1991, 

30 196, 144-150 and Bergstrand, H et al, J. Phann. Exp. Then 1992; 263£3), 1334-1346. 
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In appropriate cellular systems, compounds of formula (I) and pharmaceutical acceptable 
salts thereof, can also reduce the generation of inflammatory mediators. For example, the 
compounds can inhibit oxygen radical generation and generation of pro-inflammatory 
cytokines in monocytes. The compounds are especially useful as inhibitors of one or more 
cytokines selected from DL-ip, TNF-a, GM-CSF or DL-8. 

The compounds of the invention are indicated for use in medical therapy. More 
particularly, the compounds of the invention are indicated for use in the treatment of 
inflammatory, immunological, bronchopulmonary, cardiovascular, oncological or CNS- 
degenerative disorders. Preferably for oral or topical treatment of inflammatory and/or 
immunological disorders, such as the oral or topical treatment of airway diseases involving 
inflammatory conditions, e.g. asthma, bronchitis or atopic diseases, e.g. rhinitis or atopic 
dermatitis; inflammatory bowel diseases, e.g. Crohn's disease or colitis; autoimmune 
diseases e.g. multiple sclerosis, diabetes, atherosclerosis, psoriasis, systemic lupus 
erythematosus or rheumatoid arthritis; malignant diseases, e.g. skin or lung cancer; HTV 
infections or AIDS; or for inhibiting rejection of organs/transplants. 

The compounds of the invention are also indicated for use in the manufacture of a 
medicament for the treatment of inflammatory, immunological, bronchopulmonary, 
cardiovascular, oncological or CNS-degenerative disorders. 

The present invention is also directed to a method for the treatment of an inflammatory, 
immunological, bronchopulmonary, cardiovascular, oncological or CNS-degenerative 
disorder, wherein a therapeutically effective amount of a compound of the invention is 
administered to a mammal in the need of such treatment. 

The dose of the compound to be administered will depend upon the relevant indication, the 
age, weight and sex of the patient and may be determined by a physician. The dosage will 
preferably be in the range of from 0. 1 mg/kg to 100 mg/kg. 
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The compounds may be administered topically, e.g. to the lung and/or the airways, in the 
form of solutions, suspensions, aerosols or dry powder formulations, e.g. formulations in 
the inhaler device known as the Turbuhaler ; or systemically, e.g. by oral administration in 
the form of tablets, pills, capsules, syrups, powders or granules, or by parenteral admini- 
stration, e.g. in the form of sterile parenteral solutions or suspensions, or by rectal admini- 
stration, e.g. in the form of suppositories. 

Compounds of the invention may be administered on their own or as a pharmaceutical 
composition comprising a compound of the invention in combination with a pharmaceu- 
tical^ acceptable diluent, adjuvant or carrier. Particularly preferred are compositions not 
containing material capable of causing an adverse, e.g. an allergic, reaction. 

Dry powder formulations and pressurised HFA aerosols of the compounds of the invention 
may be administered by oral or nasal inhalation. For inhalation the compound is desirably 
finely divided. The finely divided compound preferably has a mass median diameter of less 
than 10 |xm, and may be suspended in a propellant mixture with the assistance of a 

dispersant, such as a C3-C20 or salt thereof, (e.g. oleic acid), a bile salt, a 

phospholipid, an alky 1 saccharide, a perfluorinated or poiyethoxylated surfactant, or other 
pharmaceutical^ acceptable dispersant. 

Compounds of the invention may also be administered by means of a dry powder inhaler. 
The inhaler may be a single or a multi dose inhaler, and may be a breath actuated dry 
powder inhaler. 

One possibility is to mix the finely divided compound with a carrier substance, e.g. a 
mono-, di- or polysaccharide, a sugar alcohol, or another polyol. Suitable carriers are 
sugars, e.g. lactose, glucose, raffinose, melezitose, lactitol, maltitol, trehalose, sucrose, 
mannitol; and starch. Alternatively the finely divided compound may be coated by another 
substance. The powder mixture may also be dispensed into hard gelatine capsules, each 
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containing the desired dose of the active compound. 

Another possibility is to process the finely divided powder into spheres which break up 
during the inhalation procedure. This spheronized powder may be filled into the drug 

s reservoir of a multidose inhaler, e.g. that known as the Turbuhaler in which a dosing unit 
meters the desired dose which is then inhaled by the patient. With this system the active 
compound, with or without a carrier substance, is delivered to the patient. 

For oral administration the active compound may be admixed with an adjuvant or a carrier, 
10 e.g. lactose, saccharose, sorbitol, mannitol; a starch, e.g. potato starch, corn starch or 

amylopectin; a cellulose derivative; a binder, e.g. gelatine or polyvinylpyrrolidone, and/or a 



— — — J «<MW1U1U , 



aicmttic - poiyetnyiene glycol, a wax, paraffin 
and the like, and then compressed into tablets. If coated tablets are required, the cores 
prepared as described above, may be coated with a concentrated sugar solution which may 
contain e.g. gum arabic, gelatine, talcum, titanium dioxide, and the like. Alternatively, the 
tablet may be coated with a suitable polymer dissolved in a readily volatile organic solvent. 

For the preparation of soft gelatine capsules, the compound may be admixed with e.g. a 
vegetable oil or polyethylene glycol. Hardgelatine capsules may contain granules of the 
compound using either the above mentioned excipients for tablets. Also liquid or semisolid 
formulations of the drug may be filled into hard gelatine capsules. 

Liquid preparations for oral application may be in the form of syrups or suspensions, for 
example solutions containing the compound, the balance being sugar and a mixture of 
ethanol. water, glycerol and propylene glycol. Optionally such liquid preparations may 
contain colouring agents, flavouring agents, saccharine and/or carboxymethylcellulose as a 
thickening agent or other excipients known to those skilled in art. 



Compounds of the invention may also be administered in conjunction with other 
compounds used for the treatment of the above conditions. 
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The term 'medical therapy* as used herein is intended to include prophylactic, diagnostic 
and therapeutic regimens carried out in vivo or ex vivo on humans or other mammals. 

Compounds of the present invention include all tautomers, stereoisomers, pure and mixed 
racemates, and mixtures thereof 

In compounds of formula (II) of the present invention, the following independent preferences 
apply: 

-R5 carries an amino group, 

-when R5 and R9 together form a cyclic moiety, it is preferably a six membered ring, 
-R2 and R3 forms a 5 or 6 membered ring, 
-R6 is H or alky 1 and is preferably H, 

•any two adjacent Rl, R2, R3 and R4 form an aromatic 6 membered ring, and 

-any two adjacent Rl, R2, R3 and R4 form a heteroaromatic 5 membered ring, preferably 
containing 2 nitrogen atoms. 

The most preferred compounds of the present invention are as follows: 

3-[ 1 -(3- Amino-propyl)- 1 H-indol-3-yl]- 1 -benzyl- 1 H-benzo[g]quinoxalin-2-one 
trifluoroacetic acid salt, 



l-(3-Amino-propyl)-3-(3-oxo-3,4-dihydro-benzo[g]quinoxalin-2-yl)-lH-ind 
carboxylic acid methyl ester acetic acid salt, 
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3-[l-(3-Aminomethyl-benzyl)-5-brom 
acetic acid salt, 

{ 3-[ 1 -(3-Amino-propyl)- 1 H-indol-3-yl]-2-oxcK2H-benzo[g]quinoxaUn- 1 -yl } -acetic acid 
methyl ester trifluoroaeetic acid salt, 

3-[l -(3-Amino-propyl)-lH-indol-3-yl]-l -ethyl- lH-benzofe]quinoxalin-2-one acetic acid 
salt, 

3-[K2-Ainino^thyl)-lH-indol-3-yl]-lH-benzo[g]quinoxalin-2^ne acetic acid salt, 

2- { 3-[3-(3^xo-3,4-dihydro-benzo[g]quinoxalin-2-yl)-indol- 1 -yl]-propyl } -isothiourea tris 
methanesufonic acid salt, 

3- [ 1 -(3- Ammomethyi-benzy 1)- 1 H-indol-3-y 1]-1 ,6,7,8-tetrahydro-cyclopenta[g]quinoxaIin- 
2-one acetic acid salt, 

7-[ 1 -(3-Amino-propyl)- 1 H-indol-3-yl]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt, 

7-[l-(3-AmincHpropyl)-5-bromo^ 
cyclopenta[b]naphthalen-6-one acetic acid salt, 

7-[ 1 -(3-Amino-propyl)-5-benzyloxy- 1 H-indoi-3-yl]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopcnta[b]naphthalen-6-one acetic acid salt, 

7-[ 1 -(3- Amino-propy l)-5-bromo- 1 H-indol-3-yl]-2,3-dihydro-5H- 1 ,4-dioxa-5,8-diaza- 
anthracen-6-one acetic acid salt, 
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2-[1^4-Amino-butyI)'lH-indol-3-yl]^H-benzo[f]quinoxalin-3-one acetic acid salt, 

2-[ 1 -(3-AminomethyI-benzyl)- 1 H-indol-3-ylHH-benzo[flquinoxalin-3-one acetic acid 
salt, 

2- [l -(3-Amino-propyl)-5-bromo-lH-indol-3-yl]-4H-benzo[f]quinoxalin-3-one acetic acid 
salt, 

3- [ 1 ^6-Aminomethyl-pyridin-2-ylmethyl)- 1 H-indol-3-yl]-6,7, 8,9-tetrahydro- 1 H- 
benzo[g]quinoxalin-2-one acetic acid salt, 

7-[ 1 -(3-Amino-propyl)-2-methyMH4ndolO-yl]^^ 
g]quinoxalin-6-one acetic acid salt, 

2-[ l-(3-Aimno-propyl)-5-methoxy- 1H^ acetic 
acid salt, 

and the corresponding free amines thereof and other pharmaceutical^ acceptable salts 
thereof. 

EXAMPLES 

The following Examples illustrate, but in no way limit the invention. 

All reactions were performed in dried glassware under Ar or N2 unless otherwise noted. 

THF was distilled from sodiun^enzophenone. Dimethyl formamide (DMF) was distilled 
from calcium hydride, or dried over molecular sieves. Other solvents and all commercial 
reagents were laboratory grade and used as received. 

l H - NMR spectra were recorded on a Varian XL-300, Varian Unity Inova 400 or a Van an 



WO 99/46264 



PCT/SE99/00275 



14 

Unity Inova 500 instrument. The centra] solvent peaks of chlorof ornwf 7.27 ppm) and 
dimethyl sulphoxide-^ (8h 2.50 ppm) were used as internal references. Low-resolution 

mass spectra and accurate mass determinations were recorded on an Autospec-Q, Fisons 
Analytical, double focusing sector instrument equipped with a LSIMS interface. Low 
resolution mass spectra were also obtained on a Hewlett Packard 1 100 LC-MS system 
equipped with APCI ionization chamber. 

Example 1 

3-[ 1 -(6- Aminomethy l-pyridin-2-ylmethy 1)- 1 H-indol-3-y 1]- 1 H-benzo[g]quinoxalin-2-one 
acetic acid salt 

a) { 1 -{6-( 1 ,3-Dioxo- 1 3^hydro-isoindol-2-ylmethyl)-pyridin-2-ylmethyl]-lH-indol-3-yl } - 
oxo-acetic acid 2,5-dioxo-pyrrolidin-l-yl ester 

2-{6-Indol-l-ylmethyl-pyridin-2-ylmethyI)-isoindole-l,3-dione (2.70 g, 7.35 mmol) was 
dissolved in dichloromethane (50 ml) and cooled to 0°C. Oxalylchloride (0.63 ml, 7.35 
mmol) was added and the reaction kept at 0°C for 30 minutes before the addition of N- 
hydroxysuccinimide (0.85 g, 7.35 mmol) followed by careful addition of pyridine (1.19 ml, 
14.7 mmol). The reaction was kept at 0°C for 30 minutes before it was allowed to slowly 
regain room temperature during 3 hours and then washed with water (40 ml) and brine (2 x 
50 ml). The organic layer was dried over MgSQ* followed by removal of the solvent in 
vacuo to obtain the sub-title product (3.34 g, 85%). 

l H-NMR (400 MHz, CDC1 3 ): 8 2.94 (4H, s), 4.98 (2H, s), 5.40 (2H, s), 6.94 (1H, d f / 7.6 
Hz), 7.16-7.33 (4H, m), 7.63 (1H, t, 77.8 Hz), 7.73-7.81 (4H, m), 8.30 (1H, d, 77.8 Hz), 
8.37 (lH,s). 
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b) 2- { 6-[3-(3-Oxo-3,4-dihydro-ben2o[g]quinoxalin-2-yl)-indol- 1 -y lmethyl]-pyridin-2- 
y Imethy 1 }-isoindole- 1 ,3-dione 

2.3- Naphthalenediamine (0.071 g, 0.449 mmol) and the product of step a) (0.200 g, 0.373 
mmol) was dissolved in tetrahydrofuran (5 ml). Stirring overnight yields 2-{6-[3-(3-Oxo- 

3.4- dihydro-benzo[g]quinoxalin-2-yl)-indol- 1 -ylmethyl]-pyridin-2-ylmethyl } -isoindole- 
1 ,3-dione as a yellow precipitate that was filtered off and washed with tetrahydrofuran/ 
diethylether yielding the sub title product (0. 15 1 g, 72%). 

'H-NMR (400 MHz, DMSO-do): d 4.87 (2H, s), 5.57 (2H, s), 7.06 (1H, t, 77.5 Hz), 7.1 1 
(1H, d, 77.6 Hz), 7.21 (1H, t, 7 7.4 Hz), 7.31 (1H, d, 77.7 Hz), 7.38 (1H, d, 7 8.2 Hz), 7.46 
(1H, t, 77.2 Hz), 7.52 (1H, t, 77.2 Hz), 7.68 (1H, s), 7.71-7.78 (3H, m), 7.81-7.86 (2H, m), 
7.94 (1H, d, 78.2 Hz), 8.09 (1H, d, 78.2 Hz), 8.48 (1H, s), 8.90 (1H, d, 77.9 Hz), 9.03 
(1H, s), 12.40 (1H, s, NH). 

The product of step b) (0.142 g, 0.253 mmol) was suspended in tetrahydrofuran (3 ml) and 
aqueous methylamine (40%, 1.5 ml) was added. After stirring overnight the solvent was 
removed in vacuo. The residue was washed with water and treated with glacial acetic acid 
to obtain the title compound as a yellow solid (0. 1 14 g, 92%), after freeze drying. 

l H-NMR (400 MHz, DMSO-*): d 1.90 (3H, s), 3.81 (2H, s), 5.67 (2H, s), 6.95 (1H. d, 7 
7.7 Hz), 7.29 (2H, m, 77.0 Hz), 7.36 (1H, d, 77.7 Hz), 7.46 (1H, t, 77.2 Hz), 7.52 (1H, t, 7 

7.1 Hz), 7.57 (1H, d, 7 7.1 Hz). 7.67-7.92 (2H, m), 7.94 (1H, d, 7 8.3 Hz), 8.09 (1H, d, 7 

8.2 Hz), 8.49 (1H, s), 9.01 (1H, d, 77.3 Hz), 9.16 (1H, s). 



FAB-MS: m/z 432.1 [MH+]. 
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Example 2 

3-[l-(3-Aminomcthyl-benzyl)-lH-indol-3-yl]-lH-benzo[g3quinoxalin-2-one acetic acid 
salt 

The title product was prepared following the method outlined in Example 1. 

'H-NMR (400 MHz, DMSO-4,): 8 1.98 (3H, s), 3.71 (2H, s), 5.59 (2H, s), 7.10-7.13 (1H, 
m), 7.25-7.35 (5H, m), 7.46 (1H, t, /7.2 Hz), 7.52 (1H, t, J7.4 Hz), 7.59 (1H, d, J 7.0 Hz), 
7.68 (1H, s), 7.94 (1H, d, J 8.0 Hz), 8.08 (1H, d, J 8.1 Hz), 8.49 (1H, s). 9.01 (1H, d, J 7.1 
Hz),9.12(lHs). 

FAB-MS: m/z 431.1 [MH+]. 

Example 3 

3-[l-(4-Anunomemyl-benzyl)-lH-indol-3-yl]-lH-benzo[g]quinoxalin-2-one acetic acid 
salt 

The title product was prepared following the method outlined in Example 1. 
'H-NMR (400 MHz, DMSO-4s): 5 1.88 (3H, s), 3.67 (2H, s). 558 (2H, s), 7.23-7.36 (6H, 
m). 7.42-7.48 (1H, m), 7.52 (1H, t, / 7.5 Hz), 7.59 (1H, d, / 7.2 Hz), 7.68 (1H, s), 7.93 
(1H, d, / 8.2 Hz). 8.08 (1H, d, / 8.2 Hz), 8.48 (1H, s). 9.00 (1H, d, /7.5 Hz), 9.12 (1H, d, J 
7.5 Hz) 

FAB-MS: m/z 431.1 [MH+], 
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Example 4 

3-[ 1 -(4-Amino-butyl)-2-benzyl- lH-indol-3-yl]- lH-benzo[g]quinoxalin-2-one acetic acid 
salt 

The title product was prepared following the method outlined in Example 1 . 

'H-NMR (500 MHz, DMSCMs): 8 1.33-1.45 (4H, m). 1.87 (3H, s), 2.49 (2H, m), 4.10 
(2H, t, J 7.2 Hz), 4.55 (2H, s), 7.10 (1H, t, / 7.5 Hz), 7.14-7.20 (2H, m), 7.23-7.29 (4H. m), 
7.44 (1H, t,J 7.7 Hz), 7.48 (1H, d, / 8.1 Hz), 7.53 (1H, t, 77.4 Hz), 7.68 (1H, s), 7.77 (1H, 
d, 77.9 Hz). 7.94 (1H, d, 7 8.4 Hz), 8.04 (1H, d. 7 8.4 Hz), 8.29 (1H, s) 
FAB-MS: m/z 473.2 [MH+] 

Example 5 

3-[l-(4-Ammo-butyl)-lH-indol-3-yl]-lH-beiJZo[g]qumoxalin-2-one acetic acid salt 
The title product was prepared following the method outlined in Example 1. 

'H-NMR (400 MHz, DMSO-rftf): 8 1.44 (2H, m), 1.83-1.88 (2H, m), 2.65 (2H, t, J 7.1 Hz), 
4.36 (2H, t, J 7.0 Hz), 7.30-7.34 (2H, m). 7.44-7.54 (2H m), 7.64-7.66 (1H, m), 7.67 (1H, 
s), 7.93 (1H. d, J 8.4 Hz), 8.08 (1H, d, J 7.8 Hz). 8.48 (1H, s), 9.00-9.01 (2H, m). 
FAB-MS: m/z 338.2 [MH+]. 

Example 6 

1 -(3-Amino-propyl)-3-(3-oxo-3,4-dihydro-benzo[g]quinoxalin-2-y 1)- 1 H-indole-5- 
carboxylic acid methyl ester acetic acid salt 

The tide product was prepared following the method outlined in Example 1 . 
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•H-NMR (400 MHz, DMSO-<tf): 8 1.88 (3H, s), 1.95 (2H, t, J 7.0 Hz), 2.63 (2H, m), 3.96 ( 
3H, s), 4.46 (2H, t, J 7.0 Hz). 7.47 (1H, m), 7.54 (1H, m). 7.70 (1H, m), 7.78 (1H, d, J 8.4 
Hz), 7.92-7,96 (2H m), 8.16 (1H, d, J 8.2 Hz), 8.40 (1H, s), 9.08 (1H, s), 9.65 (1H, d, J 1.3 
Hz). 

FAB-MS: m/z 427.2 [MH+] 
Example 7 

3-[l-(3-Amino-propyl)-5-dibenzylamino-lH-indol-3-yl]-lH-benzo[g]quinoxalin-2-one 
acetic acid salt 

The tide product was prepared following the method outlined in Example 1 . 

'H-NMR (400 MHz, DMSO-d(5): 8 1.88 (3H, s). 1.91 (2H, m), 2.62 (2H. t, J 7.0 Hz), 4.28 
(2H, t, 7.0 Hz), 4.86 (4H, s), 6.86 (1H dd, J 2.3, 7.0), 7.24 (2H, t, 7.2 Hz), 7.36-7.50 (1 1H, 
m), 7.59 (1H, s), 7.74 (1H. s), 7.90 (1H, m), 7.98 (1H, m), 8.35 (1H, d, J 2.4 Hz), 8.82 (1H, 
s). 

FAB-MS: m/z 564.3 [MH+] 
Example 8 

3-[l-(3-Ajnino-propyl)-lH-mdol-3-yl]-6,7-dmydrc>-lH-cyclopenta[g]quinoxaUne-2,8 
trifluoroacetic acid salt 

a) [l-(3-tert-Butoxycarbonylamino-propyl)-lH-indoI-3-yl]-oxo-acetic acid 2,5-dioxo- 
pyrrolidin-l-yl ester 
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(3-Indol-l-yl-propyI)<arbamic acid tert-butyl ester (LOO g, 3.62 mmol) was dissolved in 
dichloromethane (10 ml) and cooled to 0°C followed by addition of oxalylchloride (0.32 
ml, 3.72 mmol). After stirring for 30 minutes A/-hydroxy$uccinimide (0.42 g, 3.65 mmol) 
was added, directly followed by pyridine (0.6 ml, 7.45 mmol) the mixture was then stirred 
at room temperature for one hour. Dichloromethane (50 ml) was added and the organic 
phase was extracted with brine (5%, 3 x 25 ml), dried over Na 2 S0 4 and evaporated yielding 
the sub-title product (1.35 g, 84%) as a red solid. 

l H-NMR (300 MHz, CDC1 3 ): 8 1.45 (9H, s), 2.12 (2H. p f J 6.8 Hz), 2.94 (4H, s), 3.18 (2H, 
t, J 5.6 Hz), 4.26 (2H, t, 7.2 Hz), 7.35-7.42 (3H, m), 8.35-8.44 (2H, m). 

b) {3-[3-(3,6-Dioxo^,6,7,8-tetrahyd 
propyl }-carbamic acid tert-butyl ester 

The product of step a) (0.44 g, 1.0 mmol) and 5,6-diamino-indan-l-one (0.19 g, 1.17 
mmol) was dissolved in THF ( 10 ml) and the mixture stirred at room temperature for 16 
hours. During the course of the reaction a yellow precipitate forms. Diethyl ether (10 ml) 
was added and the precipitate was removed by filtration, subsequent washing of the solid 
with THF-diethyl ether and warm methanol furnishes the sub-title product as a yellow 
solid 

l H-NMR (300 MHz, DMSOJd): 5 1.39 (s, 9H), 1.94 (2H, m), 2.70 (2H, m), 2.98 (2H, m), 
3.18 (2H, m), 4.35 (2H, m), 7.03-9.07 (8H, m). 

The crude product of step b) was dissolved in dichloromethane (3 ml), trifluoroacetic acid 
(3 ml) and one drop of water. Stirring for five hours followed by evaporation gave the tide 
product as a yellow solid. 



l H-NMR (300 MHz, DMSO-rf6): 8 2.13 (2H, p, J 7.4 Hz), 2.73 (2H, t, 6.0 Hz), 2.85 (2H, t, 
J 8.0 Hz), 3.21 (2H, t, 6.0 Hz), 4.48 (2H, t, J 6.8 Hz), 7.30-7.40 (2H, m), 7.53 (1H, s), 7.69 
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(1H, d, 7.2 Hz), 7.77 (2H, m), 8.02 (1H, s), 8.97 (1H, d, J 7.2 Hz), 9.12 (1H, s), 12.6 (1H, 
s). 

FAB-MS: m/z 373. 1 [MH+]. 
Example 9 

3-[ 1 -(3-Amino-propyl)- 1 H-indol-3-yl]- 1 -benzyl- 1 H-benzo[g]quinoxalin-2-one 
trifluoroacetic acid salt 

a) {3-[3^3<>xo-3,4-dihydro^nzo[g]qm^^ acid 
tert-butyl ester 

The product of Example 8, step a) (1.60 g, 3.6 mmol) and 2,3-diaminonaphthalene (0.74 g, 
4.6 mmol) was dissolved in THF (10 ml) and the mixture stirred at room temperature for 
16 hours. During the course of the reaction a yellow precipitate forms. Diethyl ether (10 
ml) was added and the precipitate was removed by filtration, subsequent washing of the 
solid with THF-diethyl ether furnishes die sub-title product (1.35 g, 80%) as a yellow 
solid. 

l H-NMR (400 MHz, DMSO-d6): 5 1.39 (s, 9H), 1.95 (2H, p, J 6.4 Hz), 3.00 (2H, m), 4.36 
(2H f t, J 6.8 Hz), 7.02 (1H, m), 7.32 (2H, m), 7.45 (1H, t, J 7.2 Hz), 7.51 (1H, t, J 7.2 Hz), 
7.63 (1H, ra), 7.67 (1H, s), 7.93 (1H, d, J 8.4 Hz), 8.08 (1H, d, J 8.0 Hz), 8.48 (1H, s), 9.01 
(2H,m). 

b) { 3-[3-(4-Benzyl-3-6xo-3,4-dihydro-benzo[g]quinoxalin-2-yl)-indol- 1 -yl]-propy 1 } - 
carbamic acid tert-butyl ester 

The product of step a) (0.24 g, 0.5 mmol) was dissolved in DMF (5 ml) and sodium 
hydride (0.022 g, 60%, 0.55 mmol) added. After stirring for 30 minutes the solution was 
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cooled to -10°C and benzyl bromide (0.1 ml, 0.92 mmol) added. After stirring for five 
hours at room temperature ethyl acetate (10 ml) was added. The organic phase was washed 
with water (3 x 25 ml), dried overNa 2 S0 4 . Removal of the solvent and chromatography 
yields the sub-title product. 

The product of step b) was dissolved in dichloromethane (3 ml) and trifluoroacetic acid (3 
ml) and one drop of water. Stirring for five hours followed by evaporation gave the title 
product as a yellow solid. 

l H-NMR (500 MHz, DMSO-J6): 8 2.12 (2H, p, J 7.5 Hz), 2.83 (2H, m), 4.45 (2H, t, J 6.5 
Hz), 5.70 (2H, s), 7.26 (1H, t, J 7.5 Hz), 7.32-7.41 (6H, m). 7.48-7.52 (2H, m), 7.69-7.71 
(1H, m), 7.92 (1H, d, J 7.5 Hz), 7.93 (1H, s), 8.10 (1H, d, J 8.0 Hz), 8.57 (1H, s), 9.06-9.04 
(2H,m). 

The following examples were synthesized following the methods described above: 
Example 10 

3-[5-(3-Amino-propyl)-5H-[ 1 ,3]dioxolo[4,5-fJindol-7-yl]-6,7,8,9-tetrahydro- 1 H- 
benzo[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 417.5 [MH+] 

g*ajnple 11 

3- [ 1 -(3-Amino-propyl)-5-dibenzylamino- 1 H-indol-3-yl]-6,7,8,9-tetrahydro- 1 H- 
benzo£g]quinoxalin-2-one acetic acid salt 



FAB-MS: m/z 568.7 [MH+] 
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Example \2 

3-[M3-Amino-propyl)-2-(^^ 
benzo[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 484.0 [MH+J 

Example 1? 

3-[ 1 -(3-Amino-propyl)-2-methyl- 1 H-indol-3-y l]-6J,8,9-tetrahydro- 1H- 
benzo[g]quinoxaJin-2-one acetic acid salt 

FAB-MS: m/z 387.5 [MH+] 

Example 14 

1- (3-Amino-propyl)-3-(3-oxo-3A6 t 7 f 8,9-te^ 
5-carboxy lie acid methyl ester acetic acid salt 

FAB-MS: m/z 431.5 [MH+] 

Example 1? 

3-[ 1 -(3-Amino-propyl)-6-nitro- 1 H-indoi-3-yl]-6/7,8,9-tetrahydro- 1 H-benzo[g]quinoxalin- 

2- one acetic acid salt 

FAB-MS: m/z 418.5 [MH+] 
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Example 16 

3-[ H3-Anuno-propy l)-5-m^ 
benzo[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 403.5 [MH+] 

Example 17 

2-[5-(3-Aminomethyl-benzyl)-5H-^ 
one acetic acid salt 

FAB-MS: m/z 475.5 [MH+] 

Example 18 

2-[5-(3-Amino-propyl)-5H-[ 1 , 3]dioxolo[4,5-f]indol-7-yI]-4H-benzo[f]quinoxalin-3-one 
acetic acid salt 

FAB-MS: m/z 413.5 [MH+] 
Example 19 

2-[ 1 -(3- Amino-propyl)-5-dibenzylamino- 1 H-indol-3-yl]-4H-benzo[f]quinoxalin-3-one 
acetic acid salt 



FAB-MS: m/z 564.7 [MH+] 
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Example 2Q 

2-[ 1 -(3-Amino-propyl)-2-(4-chlorc>-pheny 1)- 1 H-indol-3-yl]^H-ben2o[f]quinoxalin.3-one 
acetic acid salt 

FAB-MS: m/z 480.0 [MH+] 

Example 21 

2-[ 1 -(3-Amino-pn>pyl)-2-methy 1- 1 H-indol-3-yl]-4H-benzo(f]quinoxaIin-3-one acetic acid 
salt 

FAB-MS: m/z 383.5 [MH+] 
Example 22 

1- (3-Amino-propyl>3-(3-oxo-3,4-dity^ 
carboxylic acid methyl ester acetic acid salt 

FAB-MS: m/z 427.5 [MH+] 

Example 23 

2- [l-(3-Amino-propyl)-6-nitro-lH^^ acetic acid 
salt 

FAB-MS: m/z 414.4 [MH+] 
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Example 24 

2-[ 1 -(3-Amino-propyl)-5-methoxy- lH-indol-3-yl]-4H-bcnzotf]quinoxalin-3-one acetic 
acid salt 

FAB-MS: m/z 399.5 [MH+] 
Example 25 

7-[5-(3- Aminomethyl-benzyl)-5H-[ 1 f 3]dioxolo[4^-qindol-7-yl]- 1 ^-dihydrcHimkIazo[4,5- 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 465.5 [MH+] 
Example 26 

7-[5-(3-Anuno-propyl)-5H-[13]cUoxolo^^^^ 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 403.4 [MH+] 

Example 27 

7-1 1 -(3-Amino-propyl>-5-dibenzylamino- 1 H-indol-3-yl]- 1 ,5-dihydro-imidazo[4,5- 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 554.7 [MH+J 
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Example 28 

*7*[l-{3-Amino-propyl)-2-(4-c^^ 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 469.9 [MH+] 

Example 29 

7-[ 1 K3-Amina-propyl>2-mcthy 1- lH-indoI-3-yl]- 1 ,5-dihydro-imidazo[4, 5-g]quinoxaIin-6- 
one acetic acid salt 

FAB-MS: m/z 373.4 [MH+] 

Example 30 

1 -(3- AnuncHpropyl)-3-(7-oxo-7,8Klihydro-3H-inu 1 H-indole- 

5-carboxylic acid methyl ester acetic acid salt 

FAB-MS: m/z 417.4 [MH+] 

Example 31 

7-[l-(3-Amino-propyl)-6-nit^ 
acetic acid salt 



FAB-MS: m/z 404.4 [MH+] 



WO 99/46264 PCI7SE99/00275 

27 



Example 32 

7-[ 1 -(3-Amino-propyl)-5-methoxy- 1 H-indol-3-yl]- 1 ,5-dihy dro-imidazo[4,5-g]quinoxalin- 

6- one acetic acid salt 

FAB-MS: m/z 389.4 [MH+] 
Example 33 

7- [5-(3-AimnomemyI-benzyl>5H-[U]dioxolo[^ 
dioxa-5,8-diaza-anthracen-6-one acetic acid salt 

FAB-MS: m/z 483.5 [MH+] 

Example 34 

7-[5-(3-Amino-propyl)-5H-[13]dioxolo[4,5-f]mdol-7-yl]-2,3-dmydro-5H-l,4-dioxa-5 t 8- 
diaza-anthracen-6-one acetic acid salt 

FAB-MS: m/z 421.4 [MH+] 

Example 35 

7-(l-(3-Amino-propyl)-5-diben2ylamino-lH-indol-3-yl]-2,3-dmydro-5H-l,4-dioxa-5.8- 
diaza-anthracen-6-one acetic acid salt 

FAB-MS: m/z 572.7 [MH+] 
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Example 36 

7-[ 1 -(3-Amino-propyl)-2-(4-chloro-phenyl)- 1 H-indol-3-y l]-2,3-dihydro-5H- 1 ,4-dioxa-5,8- 
diaza-anthracen-6-one acetic acid salt 

FAB-MS: m/z 488.0 [MH+] 

Example ?J 

7-[ 1 -(3-Amino-propyl)-2-methyl-lH-i^ 1 ,4-dioxa-5, 8-diaza- 

anthracen-6-one acetic acid salt 

FAB-MS: m/z 391.4 [MH+] 

Example 38 

1 -(3-Amino-propyl)-3-(7-oxo-2,3,7,8-tetrahydro- 1 f 4-dioxa-5 f 8-diaza-anthracen-6-y I)- 1 H- 
indole-5-carboxylic acid methyl ester acetic acid salt 

FAB-MS: m/z 435.5 [MH+] 

Example 3? 

7-[ 1 -(3-Amino-propyl)-6-nitro- 1 H-indol-3-yl]-2,3-dihydro-5H- 1 ,4-dioxa-5, 8-diaza- 
anthracen-6-one acetic acid salt 



FAB-MS: m/z 422.4 [MH+] 
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Example 40 

7-[ 1 -(3-Aimno-propyl)-5-m^ 
anthracen-6-one acetic acid salt 

FAB-MS: m/z 407.4 [MH+] 

Example 41 

7-[5-(3-AminomethyI-benzyl)-5H-[l 3]dioxolo[4,5-f]indol-7-yl]- 1 ,5-dihydro- 1 ,2,5,8- 
tetraaza-cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 465.5 [MH+] 

Example 42 

7-[5-(3-Amino-propyl)-5H-[ 1 ,3]dioxolo[4,5-f]indol-7-ylJ- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 403.4 [MH+] 

Example 43 

7-[ 1 -(3- Amino-propy l)-5-dibenzy lamino- 1 H-indoI-3-yl]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 554.7 [MH+] 
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Example 44 

7-[ 1 -(3-Amino-propy I)-2-methyl- lH-indol-3-yl]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: ra/z 373.4 [MH+] 

Example 45 

1 -(3-Amino-propy l)-3-(6-oxo-5,6-dihydro- 1 H- 1 ;2,5,8-tetraaza-cyclopenta[b]naphthalen-7- 
yl)-lH-indole-5-carboxylic acid methyl ester acetic acid salt 

FAB-MS: m/z 417.4 [MH+] 

Example 46 

7-[ 1 -(3-Amino-propy I)-6-nitro- 1 H-indol-3-yI]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 404.4 [MH+] 

Example 47 

7-[ 1 -(3-Amino-propy l)-5-methoxy- 1 H-indol-3-y 1]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 



FAB-MS: m/z 389.4 [MH+] 
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Example 48 

7-[5-(3-Anunomethyl-benzyl)-5H-[ 1 ,3]dioxoIo[4 > 5-f]indol-7-yl]-2-hydroxy- 1 ,5-dihydro- 
imidazo[4,5-g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 48 1.5 [MH+] 

Example 49 

7-[5-(3-Amino-propyl)-5IHl 3]dioxolo[4,5-f]indoI-7-yl]-2-hydroxy- 1 ,5-dihydro- 
imidazo[4,5-g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 419.4 [MH+] 

Example 50 

7-[ 1 -(3-Amino-propyl)-5-dibenzylamino- 1 H-indol-3-yl]-2-hy droxy- 1 ,5-dihydro- 
imidazo[4,5-g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 570.7 [MH+] 

Example 51 

7-[l-(3-Amino-propyl)-2-(4-chloro-phenyl)-lH-indol-3-yl]-2-hydroxy-l,5-dihyd^ 
inudazo[4,5-g]quinoxalin-6-one acetic acid salt 



FAB-MS: m/z 485.9 [MH+] 
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Example 52 



7-[l-(3-Aimno-propyl)-2-met^ 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 389.4 [MH+] 



Example 5ft 

M3-Amino-propyl)-3-(2-hy^ 

lH-indole-5-carboxylic acid methyl ester acetic acid salt 



FAB-MS: m/z 433.4 [MH+] 
Example 54 



7-[M3-Amino-propyl)-6-nitro-lH-m^ 
g]quinoxaIin-6-one acetic acid salt 



FAB-MS: m/z 420,4 [MH+] 
Example 55 



7-[ 1 -(3-Amino-propyl)-5-methoxy- 1 H-indol-3-y l]-2-hydroxy- 1 ,5-dihydro-imidazo[4,5- 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 405.4 [MH+] 
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Example 56 

3-[ 1 -(3- Amino-propy l)-5-dibenzy lamino- 1 H-indol-3-yl]- 1 H-pyrazino[2,3-g]quinoxalin-2- 
one acetic acid salt 

FAB-MS: m/z 566.7 [MH+] 

Example 57 

3-[5-(3-Aminomethyl-benzyl)-5H-[l^^ 
pyrazino[2 t 3-g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 505.6 [MH+] 

Example 58 

3-[ 1 -(3- Amino-propyl)-5-dibenzy lamino- 1 H-indol-3-yI]-7 ,8-dimethyl- 1 H-pyrazino[2,3- 
g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 594.7 [MH+] 

Example 59 

3-[ 1 -(3- Amino-propyl)-5-methoxy- 1 H-indol-3-yl]-7,8-dimethyl- 1 H-pyrazino[2,3- 
g]quinoxalin-2-one acetic acid salt 



FAB-MS: m/z 429.5 [MH+] 



WO 99/46264 



PCT/SE99/00275 



34 



Example 6Q 

3- [ 1 -(3- Amino-propy l)-6-benzy loxy- 1 H-indol-3-y l]-6,7, 8 ,9-tetrahydro- 1 H- 
benzo[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 479.6 [MH+] 

Example 61 

3-[ 1 -(3- Amino-propyl)-5-benzyloxy-l H-indol-3-yl]-6 ,7,8,9-tetrahydro- 1 H- 
benzo[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 479.6 [MH+] 

Example 62 

3-[l -(3-Anuno-propyl)-5-bromo- lH-indol-3-yl]-6 ,7,8,9-tetrahydro- 1H- 
benzo[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 451.1, 453.1 [MH+] 

Example 63 

3-[ 1 -(3- Amino-propyl)-2-ethyl- lH-indol-3-yl]-6 t 7 f 8,9-tetrahydro- 1 H-benzo[g]quinoxalin- 
2-one acetic acid salt 



FAB-MS: m/z 401.5 [MH+] 
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pxampfc 64 

3-[l-(4-AmincHbutyl)-2-benzyl-lH-m^ 

2- one acetic acid salt 

FAB-MS: m/z 477.6 [MH+] 
Example 65 

3- [ 1 -(6- Aminomethy l-pyridin-2-ylmethy 1)- 1 H-indol-3-yl]-6,7,8 ,9-tetrahydro- 1 H- 
benzo[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 436.5 [MH+] 

Example 66 

3-[ I -(4- Aminomethy 1-benzy 1)- 1 H-indol-3-y l]-6,7 ,8 ,9-tetrahy dro- 1 H-benzo[g]quinoxalin-2- 
one acetic acid salt 

FAB-MS: m/z 435.5 [MH+] 

Example 67 

3-[l-{3-Aminomethyl-benzyl)-lH-indol-3-yn^ 
one acetic acid salt 



FAB-MS: m/z 435.5 [MH+] 
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Example 68 

3-[ 1 -(4-Amino-buty 1)- 1 H-indol-3-yl]-6.7,8,9-tetrahydro- 1 H-benzo[g]quinoxalin-2-one 
acetic acid salt 

FAB-MS: m/z 387.5 [MH+] 

Example 69 

3-[I<3-Amino-propyl)-lH-indol-3-yl]-6J,8,9-tetrahydro-lH-benzo[g]quinoxalin-2-one 
acetic acid salt 

FAB-MS: m/z 373.5 [MH+] 

Example 70 

2-[ 1 -(3-Amino-propyl)-6-benzyloxy- lH-indol-3-yl]-4H-benzo(f]quinoxalin-3-one acetic 
acid salt 

FAB-MS: m/z 475.6 [MH+] 
Example 71 

2-[ 1 -(3-Amino-propyl)-5-benzy loxy- 1 H-indol-3-yl]-4H-benzo[f]quinoxalin-3-one acetic 
acid salt 

FAB-MS: m/z 475.6 (MH+] 
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Example 72 

2-[ 1 -(3-Amino-propyl)-5-bromo- 1 H-indol-3-yl]-4H-ben2o[f]quinoxalin-3-onc acetic acid 
salt 

FAB-MS: m/z 447.0, 449.0 [MH+] 
Example 73 

2-[l-(3-Amino-propyl)-2-ethyMH-in^^ acetic acid 

salt 

FAB-MS: m/z 397.5 [MH+] 
Example 74 

2-[l-(4-Amino-butyl>2-benzyl-lH-indo acetic acid 

salt 

FAB-MS: m/z 473.6 [MH+] 
Example 75 

2-[l-(6-Anunomethyl-pyridin-2-ylmethyl)^^ 
acetic acid salt 

FAB-MS: m/z 432.5 [MH+] 
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Example 76 

2-[l-(4-Aminomethyl-benzyl)-lH-indol-3-yl]-4H-benzo[f)quinoxalin-3-one acetic acid salt 
FAB-MS: m/z 43 1.5 [MH+] 
Example 77 

2-tl-(3-Aminomethyl-benzyl)-lH-indol-3-yl]-4H-benzo[flquinoxalin-3-one acetic acid salt 
FAB-MS: m/z 431.5 [MH+] 
Example 78 

2-[l-(4-Amino-butyl)-lH-indoI-3-yl]-4H-benzo[f]quinoxalin-3-one acetic acid salt 
FAB-MS: m/z 383.5 [MH+] 
Example 79 

2-[l-(3-Amino-propyl)-lH-indol-3-yl]-4H-benzo[f]quinoxalin-3-one acetic acid salt 
FAB-MS: m/z 369.4 [MH+] 
Example 8Q 

7-[l-(3-Anuno-ptopyl)-6-benzyloxy-lH-indol-3-yl]-l,5-dihydro-imidazo[4,5-g]quinoxalin- 
6-one acetic acid salt 



WO 99/46264 PCT/SE99/00275 

39 

FAB-MS: m/z 465.5 [MH+] 
Example 81 

7-[ 1 -(3-Amino-propyl)-5-benzyloxy- lH-indol-3-yl]- 1 .S-dihydro-imidazo^S-gJquinoxalin 

6- one acetic acid salt 

FAB-MS: m/z 465.5 [MH+] 
Example 82 

7- [ 1 -(3-Amino-propyl)-5-bromo- lH-indol-3-y 1]- 1 t 5-dihydro-imidazo[4, 5-g]quinoxalin-6- 
one acetic acid salt 

FAB-MS: m/z 437.00, 439.0 [MH+] 

Example 83 

7-[l-(3-Amino-propyl)-2-ethyl-lH^ 
one acetic acid salt 

FAB-MS: m/z 387.5 [MH+] 

Example 84 

7-[l-(4-Aimno-butyl)-2-^ 
one acetic acid salt 

FAB-MS: m/z 463.6 [MH+] 
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Example 85 

7-[ 1 -(6-Aminomethyl-pyridin-2-yimethy 1)- 1 H-indol-3-y 1]- 1 ,5-dihydro-imidazo[4,5- 
g]quinoxa!in-6-one acetic acid salt 

FAB-MS: m/z 422.5 [MH+] 



Example 86 

7-[ 1 -(4-Aminomethyl-benzyl)- LH-indol-3-yl]- 1 ^•dihydro-imidazo[4 T 5-g]quinoxalin-6-one 
acetic acid salt 



FAB-MS: m/z 421.5 [MH+] 
Example 87 



7-[l-(3-Aminomethyl-benzyl)-lH-indol^^^ 
acetic acid salt 



FAB-MS: m/z 421.5 [MH+] 



Example §S 



7-[ 1 -(4-Amino-buty 1)- 1 H-indol-3-yl]- 1 , 5-dihydro-imida2o[4,5-g]quinoxalin-6-one acetic 
acid salt 

FAB-MS: m/z 373.4 [MH+] 
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Example 89 

7-[ 1 -(3- Amino-propyl)- 1 H-indoI-3-yl]- 1 ,5-dihydro-imidazo[4,5-g]quinoxdin-6-one acetic 
acid salt 

FAB-MS: m/z 359.4 [MH+] 
Example ?Q 

7-[ 1 -(3- Amino-propy I)-6-benzy loxy- 1 H-indol-3-yl]-2,3-dihydro-5H- 1 ,4-dioxa-5 ,8-diaza- 
anthracen-6-one acetic acid salt 

FAB-MS: m/z 483.5 [MH+] 

Example 91 

7-[l-(3-Amino-propyl)-5-be^ 
anthracen-6-one acetic acid salt 

FAB-MS: m/z 483.5 [MH+] 

Example 92 

7-[l-(3-Amino-propyl)-5-bromo-m^^ 
anthracen-6-one acetic acid salt 

FAB-MS: m/z 455.0, 457.0 [MH+] 
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Example 93 

7-[ 1 -(3-Amino-propyl)-2-ethyI- lH-indol-3-yl]-23-dihydro-5H- 1 ,4-dioxa-5,8-diaza- 
anthracen-6-one acetic acid salt 

FAB-MS: m/z 405.5 [MH+] 

Example 94 

7-[l-(4-Amino-butyl)-2-be^ 
anthracen-6-one acetic acid salt 

FAB-MS: m/z 48 1.6 [MH+] 

Example 95 

7-[ 1 -(6- Aminomethyl-pyridin-2-ylmethyl)- 1 H-indoI-3-yl]-2, 3-dihydro-5H- 1 ,4-dioxa-5,8- 
diaza-anthracen-6-one acetic acid salt 

FAB-MS: m/z 440.5 [MH+] 

Example 96 

7-[l-<4-Aniinomethyl-beiizyl^^ 
anthracen-6-one acetic acid salt 



FAB-MS: m/z 439.5 [MH+] 
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Sample 97 

7-[ 1 -(3-Aminomethyl-benzyl)-lH-indol-3-yl]-2 T 3«dihydr<>5H- 1 ,4-dioxa-5,8-diaza- 
anthracen-6-one acetic acid salt 

FAB-MS: m/z 439.5 [MH+] 

Example 98 

7-[ 1 -(4- Araino-butyl)- lH-indol-3-yl]-23-dihydro-5H- 1 ,4-dioxa-5, 8-diaza-anthracen-6-one 
acetic acid salt 

FAB-MS: m/z 391.4 [MH+] 
pxanap|e 99 

7-{ 1 -(3- Amino-propyl)- 1 H-indol-3-yl]-2,3-dihy dro-5H- 1 ,4-dioxa-5 ,8-diaza-anthracen-6- 
one acetic acid salt 

FAB-MS: m/z 377.4 [MH+] 

Example 100 

7-[ 1 -(3-Amino-propy l)-6-benzy loxy- 1 H-indol-3-y 1]- 1 ,5-dihydro- 1 ,2,5 ,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 465.5 [MH+] 
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Example 101 

7-[ 1 -(3- Amino-propyI)-5-benzyioxy- 1 H-indol-3-y 1]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 465.5 [MH+] 

Example \Q2 

7-[ 1 -(3-Amino-propyl)-5-bromo- iH-indol-3-yl]- 1 ,5-dihydro- 1 ,2,5 ,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 437.0, 439.0 [MH+] 

Example 103 

7-[ 1 -(3-Amino-propyl)-2-ethyl- 1 H-indol-3-yl]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[blnaphthalen-6-one acetic acid salt 

FAB-MS: m/z 387.5 [MH+J 

Example 104 

7-[ 1 -(4-Amino-butyl)-2-benzyl- lH-indol-3-yl]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cycIopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 463.6 [MH+] 
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Example IPS 

7-[ 1 -(6- Aminomcthyl-pyridin-2-ylmethyl)- lH-indol-3-yl]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 422.5 (MH+J 

Example 106 



7-[ 1 -(4- Aminomethy 1-benzy I)- 1 H-indol-3-yl]- 1 ,5-dihydro- 1 &5 ,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 



FAB-MS: m/z 421.5 [MH+] 
IsSSBlsJfiZ 



7-[ 1 -(3-Aminomethy 1-benzy 1)- lH-indol-3-y 1]- 1 ,5-dihydro- 1 ,2,5 ,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 



FAB-MS: m/z 421 .5 [MH+] 



Example 1Q8 



7-[l-(4-Amino-butyl)-lH-indol-3-yl]-l,5-dihydro-l^,5,8-tetn^a- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 373.4 [MH+J 
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Example iQ9 

7-[ 1 -(3-Amino-propyl)- 1 H-indol-3-yl]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 359.4 [MH+] 

gxampleUQ 

7-[ 1 -(3- Amino-propy l)-6-benzyloxy- 1 H-indol-3-yl]-2-hydroxy- 1 ,5-dihydro-imidazo [4,5- 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 481.5 [MH+] 

Example 1U 

7-[ 1 -(3-Amino-propy l)-5-benzyloxy- 1 H-indol-3-y l]-2-bydroxy- 1 ,5-dihydro-iinidazo[4,5- 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 481,5 [MH+] 

Example 1 12 

7-[l-(3-Amino-propyl)-5-bromo-lH-indol-3-yl]-2-hydroxy- 1 t 5-dihydro-imidazo[4,5- 
g]quinoxalin-6-one acetic acid salt 



FAB-MS: m/z 453.0, 455.0 [MH+] 
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Example L13 

7-[ 1 -(3-Amino-propyl)-2-ethyl- lH-indol-3-yI]-2-hydroxy- 1 >dihydro-imidazo[4,5- 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 403.5 [MH+] 

Example 1 14 

7-[ 1 ^4-Amino-butyi)-2-benzyl- lH-indol-3-y l]-2-hydroxy- 1 ,5~dihydro-imidazo[4 t 5- 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 479.6 [MH+] 

Example U5 

7-[ 1 -(6-Aminomethyl-pyridin-2-ylmethyl)- lH-indol~3-y l]-2-hydroxy- 1 ,5-dihydro- 
imidazo[4,5-g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 438.5 [MH+] 

Example 116 

7-[ 1 -(4-Aminomethyl-benzyl)- lH-indol-3-y l]-2-hydroxy-l ,5-dihydn>-imidazo[4 t 5- 
g JquinoxaIin-6-one acetic acid salt 

FAB-MS: m/z 437.5 [MH+] 
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Example 117 

7-[ 1 -(3-Aminomethyl-benzyl)- 1 H-indol-3-yl]-2-hydroxy- 1 , 5-dihydro-imidazo[4 f 5- 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 437.5 [MH+] 

Example 118 

7-[ 1 -<4-Ainino-butyl)- lH-mdol-3-yl]-2-hydn>xy- 1 ,5-dihydro-iniidazo[4,5-g]quinoxalin-6- 
one acetic acid salt 

FAB-MS: m/z 389.4 [MH+] 

Example 119 

7-{ 1 -(3- Amino-propyl)- lH-indol-3-yl] -2-hydroxy- 1 ,5-dihydro-imidazo[4,5-g]quinoxalin-6- 
one acetic acid salt 

FAB-MS: m/z 375.4 [MH+] 

Example 120 

3-[ 1 -(4-Aminomethyl-benzylHH-indol-3-yl]-lH^^ acetic 
acid salt 



FAB-MS: ra/z 433.5 [MH+] 
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Example 121 

3-[H3-Aminomethyl-benzyl)-lH-indol-3-yl]-lH-pyra 2 ino[2.3-gJquinoxalin-2-one acetic 
acid salt 

FAB-MS: m/z 433.5 [MH+] 
Example 122 

3-[l-(4-Ainmo-butyl)-lH-indol-3-yl]-lH-pyrazmo[23-g]quinoxalin-2-one acetic acid salt 
FAB-MS: m/z 385.4 [MH+] 
Example 123 

MH3-Ainmo-propyl)-6-benzyloxy-lH-i^^ 
g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 505.6 [MH+] 

Example 124 

3-[l-(3-Amino-propyl)-5-benzyloxy-lH-indol-3-yl]-7,8-dimethyl-lH-pyrazino[2,3- 
g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 505.6 [MH+] 

Example 125 
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3-[ 1 -(3-Amino-pn>pyl)-5-bromo- lH-indol-3-yl]-7 f 8-dimethyl- lH-pyrazino[2,3- 
g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 477.0, 479.0 [MH+] 

Example 126 

3-[ 1 -(4-Aminomethyl-benzyl)- lH-indol-3-y l]-7,8-dimethyl. 1 H-pyrazino[2,3-g]quinoxalin- 

2- one acetic acid salt 

FAB-MS: m/z 461.5 [MH+] 
Example 127 

3- [l -(3-Aminomethyl-benzyl)-lH4ndol-3-ylH^ 

2- one acetic acid salt 

FAB-MS: m/z 461-5 [MH+] 
Example 128 

3- [l-(4-Amino-butylHH-indol-3-y^^ 
acetic acid salt 

FAB-MS: m/z 413.5 [MH+] 
Example 129 



3-[ 1 -(3-Amino-propyl)- lH-indol-3-y l]-7,8-dimethyl- 1 H-pyrazino[2,3-g]quinoxalin-2-one 
acetic acid salt 
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FAB-MS: m/z 399.5 [MH+] 
Example 130 



3-[5-(3-Aminomethyl-benzyl)-5H-[ 1 ,3]dioxolo[4,5-f]indol-7-yl]- 1 ,6,7,8-tetrahydro- 
cyclopenta[g]quinoxalin-2-one acetic acid salt 



FAB-MS: m/z 465.5 [MH+] 
Example 131 



3-[5-(3-Amino-propyl>5H-[ 1 3]dioxolo[4,5-f]indoI-7-y 1]- 1 ,6,7,8-tetrahydro- 
cyclopenta(g]quinoxalin-2-one acetic acid salt 



FAB-MS: m/z 403.5 [MH+] 



Example 132 



3-[ 1 -(3- Amino-propyl)-5-dibenzylamino- 1 H-indol-3-y 1]- 1 ,6,7,8-tetrahydro- 
cyclopenta[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 554.7 [MH+] 



Example 133 



3-[l-(3-Amino-propyl)-2-(4-chlo^ 
cyclopenta[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 470.0 [MH+] 
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Example 134 

3-[ 1 -(3-Amino-propyl)-2-methyl- 1 H-indol-3-yl]- 1 ,6,7,8-tetrahydro- 
cyclopcnta[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 373.5 [MH+] 

E^aqiple 13S 

1- (3-Aiiiino-propyl>3-(3^xcH*,6J t 8-tetrahydro-3H^yclopen 
indole-5-carboxylic acid methyl ester acetic acid salt 

FAB-MS: m/z 417.5 [MH+] 

Example 13$ 

3-[ 1 -(3- Amino-propyl)-6-nitro- 1 H-indol-3-y 1]- 1 ,6 J t 8-tetrahydro-cyclopenta[g]quinoxalin- 

2- one acetic acid salt 

FAB-MS: m/z 404.4 [MH+] 
Examp^ U7 

3- [ 1 -(3- Amino-propyO-5-methoxy- lH-indol-3-yl]- 1 t 6/7,8-tetrahydro- 
cyclopenta[g]quinoxalin-2-one acetic acid salt 



FAB-MS: m/z 389.5 [MH+] 
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Example 138 

7-[5-(3-Aminomethyl-benzyl)-5H-[U^ 
cyclopenta(b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 469.5 [MH+] 

Example 139 

7-[5-(3-Aimno-propyl)-5H-[^ 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 407.4 [MH+] 

Example 140 

7-[ 1 -(3-Amino-propyl)-2-{4-chlon>-phenyl)- 1 H-indol-3-yl]-5H- 1 ,3-dioxa-5,8-diaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 473.9 [MH+] 

Example 141 

7-[ 1 -(3-Amino-propyl)-2-methyl- 1 H-indol-3-y I]-5H- 1 . 3-dioxa-5 ,8-diaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 



FAB-MS: m/z 377.4 [MH+] 
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Example 142 

1 -(3- Aimncnpropy l)-3-(7-oxo-7^ 

yl)-lH-indole-5-carboxylic acid methyl ester acetic acid salt 
FAB-MS: m/z 421.4 [MH+] 
Example 143 

7-[l-(3-Amino-propyl)-6-m^ 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 408.4 [MH+] 

Example 144 

7-[ 1 -(3-Airuno-propyl)-5-methoxy- 1 H-indol-3-yl]-5H- 1 ,3-dioxa-5,8-diaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 393.4 [MH+J 

Example 145 

6-[5-(3-Aminomethyl-benzyl)-5H-[U^ 

dioxa-5 ,8-diaza-phenanthren-7-one acetic acid salt 



FAB-MS: m/z 483.5 [MH+] 
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Example H6 

6-[5-(3-Amino-propyl)-5H-[l ,3]dioxolo[4 f 5-flindoI.7-yl]-2,3-dihydro-8H- 1 ,4-dioxa-5,8- 
diaza-phenanthren-7-one acetic acid salt 

FAB-MS: m/z 421 .4 [MH+] 

Example 147 

6-[l-(3-AmincHprcpyl)-S-dibenzylanM^ 
diaza-phenanthien-7-one acetic acid salt 

FAB-MS: m/z 572.7 [MH+] 

Example 148 

6-[l-(3-Anuno-propyl)-2<4-cbJoro-phenyl)-lH-mdol-3-yl]-2,3-dmydrc^ 
diaza-phenanthren-7-one acetic acid salt 

FAB-MS: m/z 488.0 [MH+] 

Example 149 

6-[l-(3-Aimno-propyl)-2-methyl-lH-mdol-3-yl]-23-dmydrc~8H-l,4-dioxa-5,8-diaza- 
phenanthren-7-one acetic acid salt 



FAB-MS: m/z 391.4 [MH+] 
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Example ISQ 

1 -(3-Amino-propyl)-3-(7-oxo-2,3,7,8-tetrahydro- 1 A<lioxa-5,8-diaza-phenanthren-6-yl)- 
lH-indole-5-carboxylic acid methyl ester acetic acid salt 

FAB-MS: m/z 435.5 [MH+j 
Example 151 

6-[ 1 -(3-Amino-propyl)-6-nitro- lH-indol-3-yl]-2,3-dihydro-8H- 1 ,4-dioxa-5,8-diaza- 
phenanthren -7-one acetic acid salt 

FAB-MS: m/z 422.4 [MH+] 

Example 152 

6-[ 1 -(3-Amino-propyl)-5-methoxy- 1 H-indol-3-yl]-2,3-dihydro-8H- 1 ,4-dioxa-5,8-diaza- 
phenanthren-7-one acetic acid salt 

FAB-MS: m/z 407.4 [MH+] 

Example 153 

6-Acetyl-2-[5-(3-ainmoinemyl-benzyl)-5H-[13]dioxolo[4,5-nindol-7-yl]-4,6,7,8- 
tetrahydro-pyrrolo[2.3-g]quinoxalin-3-one acetic acid salt 



FAB-MS: m/z 508.6 [MH+] 
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Example 154 

6-Acetyl-2-[5-(3-aniino-propyl)-5H-[l,3]dioxolo[4,5.nindol-7-yI]^,6J,8-tetrahydro- 
pyirolo[2,3-g]quinoxalin-3-one acetic acid salt 

FAB-MS: m/z 446.5 [MH+] 

Example 155 

6-Acetyl-2-[ l-(3-amino-propyl)-5-dibenzylamino- 1 H-indol-3-yl]-4.6,7,8-tetrahydro- 
pyrrolo[23-g]quinoxalin-3-one acetic acid salt 

FAB-MS: m/z 597.7 [MH+] 

Example 156 

6-Acctyl-2-[ 1 -(3-amino-propyI)-2-(4^hloro-phenyl)-lH-indol-3-yl]^,6J,8-tetrahydro- 
pyrrolo[2,3-g]quinoxalin-3-one acetic acid salt 

FAB-MS: m/z 513.0 [MH+] 

Example 157 

6-Acetyl-2-[l-(3-animo-propyl)-2-memyM 
g]quinoxalin-3-one acetic acid salt 



FAB-MS: m/z 416.5 (MH+] 
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Example 158 

M6-Acetyl-3-oxo-4,6J,8-tetrahydro-3^ 

propyl)- lH-indole-5-carboxylic acid methyl ester acetic acid salt 

FAB-MS: m/z 460.5 [MH+] 
Example 15? 

6-Acetyl-2-[l-(3-ammo-propyl)-6-nitro-l^^ 
g]quinoxalin-3-one acetic acid salt 

FAB-MS: m/z 447.5 [MH+] 

Example 160 

6-Acetyl-2-[l-(3-anmio-propyl)-5-memoxy-^^ 
g]quinoxalin-3-one acetic acid salt 

FAB-MS: m/z 432.5 [MH+] 

Example 161 

3-[ 1 -(3-Amino-propyl)-6-benzyIoxy-lH-indol-3-yl]. 1 ,6,7,8-tetrahydro- 
cyclopenta[g]quinoxalin-2-one acetic acid salt 



FAB-MS: m/z 465.6 [MH+] 
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Example 162 

3-[ 1 -(3-Amino-propyl)-5-benzyloxy- lH-indol-3-yl]- 1 ,6,7,8-tetrahydro- 
cycIopenta[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 465.6 [MH+] 

Example 163 



3-[l-(3-Amino-propyl)-5-bromo-lH-indol-3-yl]-l,6,7,8-tetrahydio- 
cyclopenta[g]quinoxalin-2-one acetic acid salt 



FAB-MS: m/z 437.0, 439.0 [MH+] 
Example 164 



3-[ 1 -(3-Amino-propyl)-2-ethyl- lH-indol-3-yl]- 1 t 6,7,8-tetrahydro-cyclopenta[g]quinoxalin- 
2-one acetic acid salt 



FAB-MS: m/z 387.5 [MH+] 
Example 165 



3-[l-(4-Aimno-butyl)-2-benzyl-lH-in^^ 
2-one acetic acid salt 

FAB-MS: m/z 463.6 [MH+] 
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Example 166 

3-[ 1 -(6-Arainomethyl-pyridin-2-ylmethyl)- 1 H-indol-3-y 1]- 1 ,6,7,8-tetrahydro- 
cyclopenta[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 422.5 [MH+] 

Example 167 

3-[H4-Aminomethyl-benzyl)-lH^ 

2- one acetic acid salt 

FAB-MS: m/z 421.5 [MH+] 
Example 168 

3- [ 1 -(3- Anunomethyl^ 

2- one acetic acid salt 

FAB-MS: m/z 421.5 [MH+] 
Ex;amp^ Ity 

3- [l-(4-Amino-butylHH-m^^ 
acetic acid salt 

FAB-MS: m/z 373.5 [MH+] 
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Example 170 

3-[ 1 -(3- Amino-propyl)- 1 H-indol-3-yl]- 1 ,6,7,8-tetrahydro-cyclopenla[g]quinoxalin -2-one 
acetic acid salt 

FAB-MS: m/z 359.4 [MH+] 

Example 171 

7-[ 1 -(3-Anuno-propyl)-6-oenzyloxy- lH-indol-3-yl]-5H-l 3-dioxa-5,8-diaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 469.5 [MH+] 

Example 172 

7-[ 1 -(3-Amino-propyl)-5-ben2yloxy- lH-indol-3-yl]-5H- 1 ,3-dioxa-5,8-diaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 469.5 [MH+] 

Example 173 

7-( 1 -(3-Amino-propyl)-5-bromo- lH-indol-3-yl]-5H- 1 3-dioxa-5,8-diaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 441.0, 443.0 [MH+] 
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Example 174 

7-[ 1 -(3-Amino-propy l)-2-ethyl- 1 H-indol-3-ylJ-5H- 1 ,3-dioxa-5,8-diaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 39 1 .4 [MH+] 

Example 175 

7-[l-(4-Amino-butyI)-2^^ 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 467.5 (MH+] 

gxampte 3176 

7-[l-(6-Aminomethyl-pyridin-2-yta 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 426.5 [MH+] 

Example 177 

7-[ 1 -(4-Arainoraethy 1-benzy 1)- 1 H-indol-3-yl]-5H- 1 ,3-dioxa-5,8-diaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 425.5 [MH+] 
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Example 178 

7-[ 1 -(3-Aminomethy 1-benzy H-indol-3-yl]-5H- 1 ,3-dioxa-5 t 8-diaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 425.5 [MH+] 

Example 17? 

7-[ 1 -(4-Anuno-butyI)-lH-indol-3-yl]-5H- 1 f 3-dioxa-5,8-diaza-cycIopenta[b]naphthalen-6- 
one acetic acid salt 

FAB-MS: ra/z 377.4 [MH+] 

Sample 180 

7- [ 1 -(3- Amino-propyl)- 1 H-indol-3-yl]-5H- 1 3-dioxa-5 ,8-diaza-cy c lopenta[b] naphthalene- 
one acetic acid salt 

FAB-MS: m/z 363.4 [MH+] 

Example 181 

6-[H3-Amino-propyl)-6-benzyloxy-lH^^ 
phenanthien-7-one acetic acid salt 

FAB-MS: m/z 483.5 [MH+] 
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Example 182 

6-[ 1 -(3- Amino-propyl)-5-benzy loxy- 1 H-indol-3-y l]-2,3-dihydro-8H- 1 ,4-dioxa-5 t 8-diaza- 
phenanthren-7 -one acetic acid salt 

FAB-MS: m/z 483.5 [MH+] 

Example 183 

6-[l-(3-Amino-propyl)-5-bro^^ 
phenanthren-7-one acetic acid salt 

FAB-MS: m/z 455.0, 457.0 [MH+1 

Example )84 

6-[l-<3-Amino-propyl)^^ 
phenanthren-7 -one acetic acid salt 

FAB-MS: m/z 405.5 [MH+] 

Example 1$5 

6-[ 1 -(4-Amino-butyi)-2-benzy 1- lH-indol-3-yll-2, 3-dihydro-8H- 1 ,4-dioxa~5,8-diaza- 
phenanthren-7 -one acetic acid salt 

FAB-MS: m/z 481.6 [MH+] 
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Example 186 

6-[ 1 -(6-Aminomethyl-pyridin-2-ylmethy 1)- 1 H-indol-3-yl]-2,3-dihydro-8H- 1 ,4-dioxa-5,8- 
diaza-phenanthren-7-one acetic acid salt 

FAB-MS: m/z 440.5 [MH+] 

Example 18.7 

6-[l -(4-Aminomethyl-benzyl)- 1 H-indol-3-yl]-2,3-dihydro-8H-l ,4-dioxa-5,8-diaza- 
phenanthren-7-one acetic acid salt 

FAB-MS: m/z 439.5 IMH+] 

6-[l-(3-Ammomemyl-benzyl)-lH-indol-3-yl]-23^mydro-8H-l,4-dioxa-5,8-diaza^ 
phenanthren-7-one acetic acid salt 

FAB-MS: m/z 439.5 [MH+] 

Example 189 

6-[ 1 -(4- Amino-buty 1)- 1 H-indol-3-y l]-2,3-dihydro-8H- 1 ,4-dioxa-5,8-diaza-phenanthren-7- 
one acetic acid salt 



FAB-MS: m/z 391.4 [MH+] 
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Example 190 

6-[ 1 -(3-Amino-propyl)- 1 H-indol-3-yl]-2 t 3-dihydro-8H- 1 ,4Hdioxa-5,8-diaza-phenanthren-7 
one acetic acid salt 

FAB-MS: m/z 377.4 [MH+] 
Example 191 

6- Acetyl-2-[ 1 -(3-amino-propy l)-6-benzyloxy- 1 H-indol-3-yl]-4,6 J,8-tetrahydro- 
pynolo[2,3-g]quinoxaIin-3-one acetic acid salt 

FAB-MS: m/z 508.6 [MH+] 

Example 192 

6-Acetyl-2-[ l-(3-amino-propyl)-5-bromo- lH-indol-3-yl]-4,6 ,7,8-tetrahydro-pyrrolo[2,3- 
g]quinoxalin-3-one acetic acid salt 

FAB-MS: m/z 480.0, 482.0 [MH+] 

Example 193 

6-Acetyl-2-[l-(3-amino-propyl)-2-eft^ 
g]quindxalin-3-one acetic acid salt 



FAB-MS: m/z 430.5 [MH+] 
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Sample 194 

6-Acetyl-2-[l-(4-ammo^ 
g]quinoxaIin-3-one acetic acid salt 

FAB-MS: m/z 506.6 [MH+] 

Example 1?5 

6- Acetyl-2-[ 1 -(6-aminomethyl-pyridin-2-y lmethy 1)- 1 H-indol-3-y I]-4,6,7,8-tetrahydro- 
pyirolo[23-g]quinoxalin-3-one acetic acid salt 

FAB-MS: m/z 465,5 [MH+] 

Example 196 

6-Acetyl-2-[H4-aminomethyl-be^ 
g]quinoxalin-3-one acetic acid salt 

FAB-MS: m/z 464.5 [MH+] 

Example 197 

6-A<^l-2-[ 1 -(3-anunomethyK 
glquinoxalin-3-one acetic acid salt 



FAB-MS: m/z 464.5 [MH+] 
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Example 1?8 

6- Acety l-2-[ 1 -(4-amino-butyI)- 1 H-indol-3-y l]-4,6 ,7, 8-tetrahydro-py rrolo[2,3-g]quinoxalin- 
3-one acetic acid salt 

FAB-MS: m/z 416.5 [MH+] 

Example 199 

6-Acetyl-2-[ 1 -(3-amino-propyl)- 1 H-indol-3-y l]-4,6, 7,8-tetrahydro-pyrrolo[2 f 3- 
g]quinoxalin-3-one acetic acid salt 

FAB-MS: m/z 402.5 [MH+] 

Example 200 

3-[l-(3-Aminomethyl-benzyl>5-brom 
acetic acid salt 

FAB-MS: m/z 509.0 [MH+] 

Example 201 

3-[l-(3-Amino-propyl)-2-(4^hloro^ 
acetic acid salt 



FAB-MS: m/z 479.3 [MH+] 
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Example 202 

{3-[H3-Ammo-propylHH-indo^ acid 
methyl ester trifluoroacetic acid salt 

FAB-MS: m/z 441.1 [MH+] 

gxa^ple 203 

3-[ l-(3-Amino-propyl)- 1 H-indol-3-yI]- 1-ethy 1- 1 H-benzo[g]quinoxaiin-2-one acetic acid 
salt 

FAB-MS: m/z 397.1 [MH+] 
Example 204 

3-[5-(3-Aminomethyl-benzyl)-5H-[^^ 
benzo[g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 479.6 [MH+] 

5*3m?te 205 

3-[l-(3-Amino-propyl)-5-benzyIoxy-lH-indol-3-yl]-lH-benzo[g]quino acetic 
acid salt 



FAB-MS: m/z 475.2 [MH+] 
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Example 206 

3-[lK2-Amino-ethyl)-lH-indol-3-yl]-lH-bcnz<>(g]quinoxalin-2-one acetic acid salt 
FAB-MS: m/z 355. 1 [MH+] 
Example 207 

3-[l -(3-Hydroxy-propyl)-lH-indol-3-yl]- lH-benzo[g]quinoxalin-2-one 
FAB-MS: m/z 370.1 [MH+] 
Example 208 

2- { 3-[3-(3-Oxo-3,4-dihydro-benzo[g]quinoxalin-2-yl)-indol- 1 -yl]-propyl } -isothiourea tris 
methanesufonic acid salt 

FAB-MS: m/z 428.1 [MH+] 

Example 209 

3- [ 1 -(3-Amino-propyl)-5-methoxy- lH-indol-3-yl]- 1 H-benzo[g]quinoxalin-2-one acetic 
acid salt 

FAB-MS: m/z 399.1 [MH+] 
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Example 210 

3-[l-(3-Ainino-propyl)-6-nitro-lH-indol-3-yl]-lH-benzo[g]quinoxalin-2-one acetic acid 
salt 

FAB-MS: m/z 414.4 [MH+J 
Example 21 1 

3-[l-(3-Amino-propyl)-2-ethyl-lH-indol-3-yl]-lH-benzo[g]quinoxalin-2-one acetic acid 
salt 

FAB-MS: m/z 397.1 [MH+] 
Example 212 

3-[ 1 -(3 - Amino-propyl)-6-benzyloxy- lH-indol-3-y 1]- 1 H-benzo[g]quinoxalin-2-one acetic 
acid salt 

FAB-MS: m/z 475.1 [MH+] 
Example 213 

3-[ H3-Anunc-propyl)-2-methyl-lH-indol-3-yl]-lH-benzo(g]quinoxalin-2-one acetic acid 
salt 

FAB-MS: m/z 383 J [MH+] 



WO 99/46264 PCT/SE99/00275 

72 

Example 214 

3-[l-(3-Anum>«propyl)^ acetic acid 

salt 

FAB-MS: m/z 397.5 [MH+] 
Example 215 

3-[5-(3-Amino-propy l)-5H-[ 1 ,3]dioxolo[4,5-f]indol-7-yI]- iH-benzo[g]quinoxalin-2-one 
acetic acid salt 

FAB-MS: m/z 413.0 [MH+] 

Example 216 

7-[ 1 -(3-Amino-propyl)-7-ethyl- iH-indol-3-yl]-2,3-dihydro-5H- 1 ,4-dioxa-5,8-dia2a- 
anthracen-6-one acetic acid salt 

FAB-MS: m/z 405.5 [MH+] 

Example 217 

3-[5-(3-Aminomethyl-benzyl)-5H-[ 1 /3]dioxolo[4 t 5-f]indoI-7-y 1]- 1 H-benzo[g]quinoxalin- 
2-one acetic acid salt 

FAB-MS: m/z 475.0 [MH+] 
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Example 218 

3-(8-Aminomethyl-6 J,8,9-tetrahydro-pyrido[l ,2-a]indol- 10-yl)-lH-benzo[g]quinoxalin-2- 
one acetic acid salt 

FAB-MS: m/z 395.1 [MH+] 
Sample 21? 

2-[l-(3-Araino-propyI)-7^thyl-lH^^ acetic acid 

salt 

FAB-MS: m/z 397.5 [MH+] 
Example 220 

7-[l-(3-Aimno-propyl)-7-ethyM 
one acetic acid salt 

FAB-MS: m/z 387,5 [MH+] 

Example 221 

7-[l-(3-Amino-propyl)-7-ethyl-lH-indo 
cyclopema[b]naphthalen-6-one acetic acid salt 

FAB-MS: m/z 387.5 [MH+] 
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Example 222 

7-[ 1 -(3-Amino-propyI)-7-ethy 1- lH-indol-3-yl]-2-hydroxy- 1 ,5-dihydro-imidazo[4,5- 
g]quinoxalin-6-one acetic acid salt 

FAB-MS: m/z 403.5 [MH+] 
Example 223 

3-[ 1 -(3-Amino-propyl)-7-ethyl- 1 H-indol-3-yl]- 1 H-py razino[2, 3-g]quinoxalin-2-one acetic 
acid salt 

FAB-MS: m/z 399.5 [MH+] 
Example 224 

3-[l-(3-Amino-propyl)-7^thyM^ 
g]quinoxalin-2-one acetic acid salt 

FAB-MS: m/z 427.5 [MH+] 

Example 2?5 

3-[ 1 -(3- Amino-propy l)-7-ethyl- 1 H-indoI-3-yl]- 1 t 6,7 t 8-tetrahydro-cyclopentatg]quinoxalin- 
2-one acetic acid salt 



FAB-MS: m/z 387,5 [MH+] 
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Example 226 

7-[l-(3-Amino-propyl)-7-ethyl-lH-indol-3-yl]-5H-l,3-dioxa-5,8-<liaza. 
cyclopenta[b]naphthalen-6-one acetic acid salt 



FAB-MS: m/z 391.4 [MH+] 
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CLAIMS 

1. An optionally substituted and/or annulated compound of formula (I): 



Rt 




(I) 



wherein : 

one of: Rl and R2, R2 and R3 or R3 and R4 9 together form a 5 or 6 membered ring and the 
two groups of Rl, R2, R3 and R4 not forming a ring, are H; 

and salts thereof, 
with the proviso that: 

3-[3-(3-Oxo-3,4-dihydn>-benzofe^ ammonium acetate 

is excluded from compounds of formula (I). 

2. A compound according to claim l t of formula (II); 
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R5 



wherein : 

one of: Rl and R2, R2 and R3 or R3 and R4, together form a 5 or 6 membered ring and the 
two groups of Rl, R2, R3 and R4 not forming a ring, are H; 

R5 is H, Ci. 6 alkyl, hydroxyQ^ alkyl, aminoC^ alkyl, (aminoCi_ 3 alkylphenyl)Q_ 3 alkyl, 
amidinothioC^ alkyl, (aminoCi. 3 alkylpyridyl)Ci, 3 alkyl; 

R6 is H, alkyl, phenylCW alkyl, (C,^ alkoxycarbooyI)Q^ alkyi; 

R7 and R8 are each independently H, dibenzyiamino, nitro, hydroxy, halogen, 

Ci-6 alkoxy, phenylC^ alkoxy, C w alkyl or carboxyQ* alkyl ester; or when R7 and R8 

are adjacent they may together form amethylenedioxy; 

R9 is H t C w alkyl, phenyl, halophenyl, or benzyl and wherein when R5 and R9 together comprise 
3-5 carbons they may be linked to generate a cyclic moiety which may be aminoQ^ alkyl 
substituted; 

and salts thereof. 



3. A compound according to claim 2, wherein R5 carries an amino group. 
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A. A compound according to either of claims 2 and 3, wherein when R5 and R9 together form a 
cyclic moiety, it is a six membered ring. 

5. A compound according to any one of claims 1 to 4, wherein R2 and R3 together form a 5 or 6 
membered ring. 

6. A compound according to any one of claims 2 to 5, wherein R6 is H or alkyl. 

7. A compound according to any one of claims 1 to 6, wherein any two adjacent groups selected 
from Rl, R2 t R3 and R4, form an aromatic, 6 membered ring. 

8. A compound according any one of claims 1 to 6, wherein any two adjacent groups selected 
from Rl , R2, R3 and R4, form a heteroaromatic, 5 membered ring. 

9. A compound according to claim 8, wherein the heteroaromatic ring comprises 2 nitrogen 
atoms. 

10. The compounds: 

3-[ 1 -(3-Amino-propyl)- lH-indol-3-yl]- 1 -benzyl- lH-benzo[g]quinoxalin-2-one 
trifluoro acetic acid salt, 

l-(3-Amino-propyI)-3-{3-oxo-3,4-^ 
caxboxylic acid methyl ester acetic acid salt, 

3-[ 1 -(3-Aminomethy l-benzyl)-5-bromo- 1 H-indol-3-y 1]- lH-benzo[g]quinoxalin-2-one 
acetic acid salt, 

{ 3-[ 1 -(3-Amino-propyl)- !H-indol-3-yl]*2-oxo-2H-bcnzo[g]quinoxalin- 1 -y 1 } -acetic acid 
methyl ester trifluoro acetic acid salt, 
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3-[ 1 -(3- Amino-propyl)- lH-indol-3-yl]- 1 -ethyl- 1 H-benzo[g]quinoxalin-2-one acetic acid 
salt, 

3-[l-(2-Anuno-ethylHH-indol-3-yl>^ acetic acid salt, 

2- { 3-[3-(3-Oxo-3 ,4-dihydro-benzo(g]quinoxalin-2-y l)-indol- 1 -y l]i)ropy 1 } -isothiourea tris 
methanesufonic acid salt, 

3- [l-(3-Aminomethyl-benzyl^lH-indol-3-yl]-l,6,7,8-tetrahydro-cyclo^ 
2-one acetic acid salt, 

7-[l-(3-Amino-propylHH-^ 
cyclopenta[b]naphthalen-6-one acetic acid salt, 

7-[ l-(3-Amino-ptopyI)-5-bnnrio- lH-indol-3-yI]- 1,5-dfliydio-l ,2,5,8-tetraaza- 
cyclopenta|b]naphthalen-6-one acetic acid salt, 

7-[ 1 -(3-Amino-propyl)-5-benzyloxy-lH-indol-3-yl]- 1 ,5-dihydro- 1 ,2,5,8-tetraaza- 
cyclopenta[b]naphthalen-6-one acetic acid salt, 

7-ll-(3-Amino-propyl)-5-bromo-lH-indoW^ 
anthracen-6-one acetic acid salt, 

2-[H4-Amino-butyl>lH-indol-3-yl]-4H-benzo[f]quinoxalin-3-one acetic acid salt, 

2-[l-(3-AnunomeAyl-benzylH^ aoedc *° id 

salt, 
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2- [H3-Amino-propyl)-5-brom acetic acid 
salt, 

3- [l-(6-Aminomethyl-pyridin-2-ylme^ 
bcnzo{g]quinoxalin-2-one acetic acid salt, 

7-[ 1 -(3-Amino-propy l)-2-methy 1- 1 H-indol-3-yl]-2-hydroxy- 1 f 5-dihydro-imidazo[4^- 
g]quinoxaiin-6~one acetic acid salt, or 

2-[ 1 -(3-Amino-propy l)-5-methoxy- 1 H-indol-3-yl]-4H-benzo[f]quinoxalin-3-one acetic 
acid salt; 

and the corresponding free amines thereof and other pharmaceutical^ acceptable salts 
thereof. 

11. A process for fee preparation of a compound of formula (II) as claimed in claim 2; 
- wherein RS carries an amino or hydroxy group, comprising : 

a) dcprotccting a compound of formula (III) corresponding to formula (II) but in which R5 
carries a protected amino or hydroxy group, or 

b) converting : 

i) a compound of formula (II), in which RS carries an amino group to a salt 
thereof, or vice versa : or 

ii) a salt of a compound of formula (II) into a different salt; or 
• .wherein R6 is hydrogen, by reacting a compound of formula (IV): 
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V 

R5 



wherein, 

R5, R7, R8, and R9 are as defined in formula (II) and LG is a leaving group, 
with a compound of formula (V): 




R4 



wherein one of: Rl and R2, R2 and R3 or R3 and R4, together form a 5 or 6 membercd 
ring and the two groups of Rl , R2, R3 and R4 not forming a ring, arc H; or 

-wherein R6 is other than H, by reacting a compound of formula (HI) which corresponds to 
formula (II), but in which R6 is H, with an alkylating agent in the presence of a base. 

12. A compound according to any one of claims 1 to 10, for use in medical therapy. 

13. A compound according to claim 12, wherein the medical therapy is the treatment of 
inflammatory, immunological, bronchopulmonary, cardiovascular, oncological or CNS- 
degenerative disorders. 
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14. Use of a compound according to any one of claims 1 to 10 in the manufacture of a 
medicament for the treatment of inflammatory, immunological, bronchopulmonary, 
cardiovascular, oncological or CNS-degenerative disorders. 

15. A method for the treatment of an inflammatory, immunological, bronchopulmonary, 
cardiovascular, oncological or CNS-degenerative disorder, wherein a therapeutically 
effective amount of a compound according to any one of claims 1 to 10 is administered to a 
mammal in the need of such treatment 

16. A pharmaceutical composition wherein the active ingredient is a compound according 
to any one of claims 1 to 10 together with a pharmaceutically acceptable adjuvant, diluent 
or carrier. 
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